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WHAT IS CLAIMED IS: 

!• A method of enhancing active agent 
localization at a target site in a maiomalian 
recipient, which method comprises: 

administering to the recipient a first conjugate 
comprising a targeting moiety and a biotin, whereupon 
the^first conjugate localizes to the target site; 

administering to the recipient avidin or 
streptaVddin; and 

thereasfter administering to the recipient a second 
conjugate cbmprising blot in, a linker resistamt to 
biotinidase c^Leavage and an active agent, wherein 
second conjugate localization at the target site is 
enhanced as a result of prior localization of the 
first conjugate. 




2. A method of clai 
moiety is proteinaceous. 



^^hetein the targeting 



\ 



3. A method of claim 1 whei;;ein the targeting 
moiety is an oligonucleotide, a p^tide, a 
polypeptide, a cytokine, a monocloir^l antibody, a 
monovalent fragment thereof. 

4. A method of claim 3 wherein the id^noclonal 
antibody is a human, a humanized or a chime^^ic 
monoclonal antibody. 

5. A method of claim 3 wherein the monoclonal 
antibody or fragment thereof is reactive with an 
antigen recognized by the antibody NR-LU-10. 



6. A method of claim 1 wherein the active agent 
is selected from the group consisting of 
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radionuclides^ chemotherapeutic drugs, anti-tumor 
^gents and toxins. 

s7. A method of claim 6 wherein the active agent 
is a\radionuclide selected from the group consisting 
of Re-^86, Re-188, Tc-99m, Y-90, At^211, Pb-212, Bi- 
212, Sm\153, Eu-169, Lu-177, Cu-67/ Rh-105, In-Ill, 
Au-198, Iv-123 and 1-131. 

8. A method of claim 6 wherein the active agent 
is a cytokineyor a lectin inflammatory response 
promoter . 



9» A method 6f claim 1 wherein the step of 
administering the s^ond conjugate is conducted by 
intralesional or intr^a^?^erial injection, 

10. A method of cl<mn^ wherein the second 
conjugate is administeradX^a an artery supplying 
target site tissue. \ 



11. A method of claim 9 whe^in the second 
conjugate is administered via an artery selected from 
the group consisting of hepatic artery, carotid 
artery, bronchial artery and renal art^iry, 



12. A method of claim 1 wherein the >6econd 
conjugate is administered intravenously. 

13. A method of claim 1 wherein the second 
conjugate comprises a biotin-DOTA compound of Nthe 
following formula: 

o 



HOOC-^ 



HOOC— 1^ 



'L-c 



;ooH 



n^i Hui*^ ^JtJj -i** ^Im^ utiiii S! "^Ct^ xaija uilKt ILsn ^3 
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wherein a linker L Is selected from the gr up 
comprising: 

1) a D-aualno acld-contalnlng linker of the 
formula 



R^ 



linker of the formula 




— CHj 



NH-CO-CH-(CHj)n-«5>-CO— 




4) a linker of t 



— CH 





wherein L\is selected from 

t:he group comprising: 

a) -NH-CO-CCHj)^-©- ; 

b) -NH- ; 

C) -NH-CO-CHj-N-R"- ; 

R' 

d) -NH-CS-NH- ; and 

e ) -NH-CO- ( CHj) „-NH- , 
wherein R^ is hydrogen, lower alkyl; lower all^l 
substituted with one or more hydrophilic groups 
including (CHj^.-OH, (CH2).-OS03, (CH2),-S03, and 



OH 

(CH2)m-P-OH 
O 



where m is 1 or 2; 
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glucxironide-substitutied amino acids; or o-ther 
glucuronide derivatives; 

r2 is hydrogen; lower alkyl; substituted lower 
alkyl having one or more substituents selected from 
the group comprising hydroxy, sulfate^ and 
phdsphonate; or a hydrophilic moiety; 

is hydrogen; an amine; a lower allcyl; a 
hydroxy-, sulfate- or phosphonate-substituted lover 
allcyl; a glucuronide; or a glucuronide-derivatized 
amino acxd; 

is h^>drogen, lower allcyl or 



— <CH2)n*i-CO-N) 




— OOTA 



R is hydrogen>s^ -(CH2)2-OH or a sulfate or 

— COy o OH 

phosphonate derivative^ thereof ; or 

HO 

OH 



Oy O Ol 



R« • is a bond or - (9H2) „^CO-NH- ; and 
n ranges from 0-5. 



14. A method of claim 13 
acid-incorporating linker of the 



L is a D-2unino 
lula 




NH-CO-CH— N— CO — 



— CH2 



15. A method of claim 14 wherein R^ is 
is H. 

16. A method of claim 13 wherein L is a 
the formula 



— CHj 




NH-CO-CH— <CH2 )n— N-CO — 




and r2 



J„ O O y !& 0. 3 J. m O S J, S! O iS 
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17. A method of claim 16 wherein is hydrogen; 
is CB^i and n is 4. 

18 . A method of claim 16 wherein r' is hydrogen ; 
R^\is CH,; and n is 0. 

ISV^ A method of claim 16 wherein R? is hydrogen; 
R* is 



-<CH2)5-cOH 



20. A method 
the formula 



— OOTA ; and n is 4 



3 wherein !• is a linker of 





in L' is selected from 



the group comprising: 

a) -NH-C0-(CH2)„-0- ; 

b) -NH- ; 



-NH-C0-CH2-N-R "-; 

R' 



d) -NH-CS-NH- ; and 

e) -NH-CO-(CH2)„-NH- or a bis-DOTA derivalHye 



